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Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID : sssptal644axd 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?):2 



* * 


* * 


* * 


* * 


* Welcome to STN International ********** 
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Web Page URLs for STN Seminar Schedule - N. America 
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"Ask CAS" for self-help around the clock 
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BEILSTEIN: Reload and Implementation of a New Subject Area 
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ZDB will be removed from STN 
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US Patent Applications available in IFICDB, IFIPAT, and IFIUDB 


NEWS 


6 


Apr 


22 


Records from IP.com available in CAPLUS, HCAPLUS, and ZCAPLUS 


NEWS 


7 


Apr 


22 


BIOSIS Gene Names now available in TOXCENTER 


NEWS 
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Apr 


22 


Federal Research in Progress (FEDRIP) now available 


NEWS 
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Jun 


03 


New e-mail delivery for search results now available 


NEWS 


10 


Jun 


10 


MEDLINE Reload 


NEWS 


11 


Jun 


10 


PCTFULL has been reloaded 


NEWS 


12 


Jul 


02 


FOREGE no longer contains STANDARDS file segment 


NEWS 


13 


Jul 


22 


USAN to be reloaded July 28, 2002; 










saved answer sets no longer valid 


NEWS 


14 


Jul 


29 


Enhanced polymer searching in REGISTRY 


NEWS 


15 


Jul 


30 


NETFIRST to be removed from STN 


NEWS 


16 


Aug 


08 


CANCERLIT reload 


NEWS 


17 


Aug 


08 


PHARMAMarketLetter (PHARMAML) - new on STN 


NEWS 


18 


Aug 


08 


NTIS has been reloaded and enhanced 


NEWS 


19 


Aug 


19 


Aquatic Toxicity Information Retrieval (AQUIRE) 










now available on STN 


NEWS 


20 


Aug 


19 


IFIPAT, IFICDB, and IFIUDB have been reloaded 


NEWS 


21 


Aug 


19 


The MEDLINE file segment of TOXCENTER has been reloaded 


NEWS 


22 


Aug 


26 


Sequence searching in REGISTRY enhanced 


NEWS 


23 


Sep 


03 


JAPIO has been reloaded and enhanced 


NEWS 


24 


Sep 


16 


Experimental properties added to the REGISTRY file 


NEWS 


25 


Sep 

XT 


16 


CA Section Thesaurus available in CAPLUS and CA 


NEWS 


26 


Oct 


01 


CASREACT Enriched with Reactions from 1907 to 1985 


NEWS 


27 


Oct 


21 


EVENTLINE has been reloaded 


NEWS 


28 


Oct 


24 


BEILSTEIN adds new search fields 


NEWS 


29 


Oct 


24 


Nutraceuticals International (NUTRACEUT) now available on STN 


NEWS 


30 


Oct 


25 


MEDLINE SDI run of October 8, 2 0 02 


NEWS 


31 


Nov 


18 


DKILIT has been renamed APOLLIT 


NEWS 


32 


Nov 


25 


More calculated properties added to REGISTRY 


NEWS 


33 


Dec 


02 


TIBKAT will be removed from STN 


NEWS 


34 


Dec 


04 


CSA files on STN 


NEWS 


35 


Dec 


17 


PCTFULL now covers WP/PCT Applications from 1978 to date 


NEWS 


36 


Dec 


17 


TOXCENTER enhanced with additional content 


NEWS 


37 


Dec 


17 


Adis Clinical Trials Insight now available on STN 


NEWS 


38 


Dec 


30 


ISMEC no longer available 


NEWS 


39 


Jan 


21 


NUTRACEUT offering one free connect hour in February 2003 


NEWS 


40 


Jan 


21 


PHARMAML offering one free connect hour in February 2 003 


NEWS 


41 


Jan 


29 


Simultaneous left and right truncation added to COMPENDEX, 










ENERGY, INS PEC 


NEWS 


42 


Feb 


13 


CANCERLIT is no longer being updated 


NEWS 


43 


Feb 


24 


METADEX enhancements 


NEWS 


44 


Feb 


24 


PCTGEN now available on STN 


NEWS 


45 


Feb 


24 


TEMA now available on STN 
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Feb 26 
Feb 26 
Mar 04 
Mar 19 
Mar 20 
Mar 24 
Mar 24 



NEWS 53 Mar 24 



NTIS now allows simultaneous left and right truncation 
PCTFULL now contains images 

SDI PACKAGE for monthly delivery of multifile SDI results 
APOLLIT offering free connect time in April 2003 
EVENTLINE will be removed from STN 

PATDPAFULL now available on STN 

Additional information for trade -named substances without 
structures available in REGISTRY 

Indexing from 1957 to 1966 added to records in CA/CAPLUS 



NEWS EXPRESS January 6 CURRENT WINDOWS VERSION IS V6.01a, 

CURRENT MACINTOSH VERSION IS V6.0b(ENG) AND V6 . 0 Jb ( JP) , 
AND CURRENT DISCOVER FILE IS DATED 01 OCTOBER 2 002 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 

NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 
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FILE »HOME' ENTERED AT 13:37:17 ON 31 MAR 2003 
=> file medline caplus embase biosis 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 

FILE 'MEDLINE' ENTERED AT 13:37:30 ON 31 MAR 2003 

FILE 'CAPLUS' ENTERED AT 13:37:30 ON 31 MAR 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'EMBASE' ENTERED AT 13:37:30 ON 31 MAR 2003 

COPYRIGHT (C) 2003 Elsevier Science B.V. All rights reserved. 

FILE 'BIOSIS' ENTERED AT 13:37:30 ON 31 MAR 2003 
COPYRIGHT (C) 2003 BIOLOGICAL ABSTRACTS INC. (R) 

=> s feder J?/au or bjorkman P?/au or Schatzman R?/au 

LI 1449 FEDER J?/AU OR BJORKMAN P?/AU OR SCHATZMAN R?/AU 

s 11 and HFE 
L2 91 LI AND HFE 

=> s 11 and PD<19980612 
'19980612' NOT A VALID FIELD CODE 

3 FILES SEARCHED. . . 
L3 923 LI AND PD<19980612 



=> s 12 and soluble 

L4 28 L2 AND SOLUBLE 



=> dup rem 14 

PROCESSING COMPLETED FOR L4 

L5 9 DUP REM L4 (19 DUPLICATES REMOVED) 

=> dis 15 1-9 ibib abs kwic 



L5 ANSWER 1 OF 9 MEDLINE DUPLICATE 1 

ACCESSION NUMBER: 2001520424 MEDLINE 
DOCUMENT NUMBER: 21433894 PubMed ID: 11425849 

TITLE: Hydrophobic ligand binding by Zn-alpha 2 -glycoprotein, a 

soluble fat-depleting factor related to major 
histocompatibility complex proteins. 

AUTHOR: Kennedy M W; Heikema A P; Cooper A; Bjorkman P J; 

Sanchez L M 

CORPORATE SOURCE: Division of Environmental and Evolutionary Biology, 

Institute of Biomedical and Life Sciences and the 
Department of Chemistry, University of Glasgow, Glasgow G12 
8QQ, United Kingdom., malcolm.kennedy@bio.gla.ac.uk 

SOURCE: JOURNAL OF BIOLOGICAL CHEMISTRY, (2001 Sep 14) 276 (37) 

35008-13 . 

Journal code: 2985121R. ISSN: 0021-9258. 
PUB. COUNTRY: United States 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE : Engl i sh 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 2 00110 

ENTRY DATE: Entered STN: 20010925 

Last Updated on STN: 20030105 
Entered Medline: 20011011 

AB Zn-alpha (2) -glycoprotein (ZAG) is a member of the major histocompatibility 
complex (MHC) class I family of proteins and is identical in amino acid 
sequence to a tumor-derived lipid-mobilizing factor associated with 
cachexia in cancer patients. ZAG is present in plasma and other body 
fluids, and its natural function, like leptin's, probably lies in lipid 
store homeostasis. X-ray crystallography has revealed an open groove 
between the helices of ZAG's alpha (1) and alpha (2) domains, containing an 
unidentified small ligand in a position similar to that of peptides in MHC 
proteins (Sanchez, L. M. , Chirino, A. J., and Bjorkman, P. J. (1999) 
Science 283, 1914-1919). Here we show, using serum-derived and bacterial 
recombinant protein, that ZAG binds the fluorophore- tagged fatty acid 
11- (dansylamino)undecanoic acid (DAUDA) and, by competition, natural fatty 
acids such as arachidonic, linolenic, eicosapentaenoic, and 
docosahexaenoic acids. Other MHC class I-related proteins (FcRn, 
HFE, HLA-Cw*0702) showed no such evidence of binding. Fluorescence 
and isothermal calorimetry analysis showed that ZAG binds DAUDA with K(d) 
in the micromolar range, and differential scanning calorimetry showed that 
ligand binding increases the thermal stability of the protein. Addition of 
fatty acids to ZAG alters its intrinsic (tryptophan) fluorescence emission 
spectrum, providing a strong indication that ligand binds in the expected 
position close to a cluster of exposed tryptophan side chains in the 
groove. This study therefore shows that ZAG binds small hydrophobic 
ligands, that the natural ligand may be a polyunsaturated fatty acid, and 
provides a fluorescence-based method for investigating ZAG-ligand 
interactions . 

TI Hydrophobic ligand binding by Zn-alpha 2 -glycoprotein, a soltible 

fat-depleting factor related to major histocompatibility complex proteins. 
AU Kennedy M W; Heikema A P; Cooper A; Bjorkman P J; Sanchez L M 
AB . . . and, by competition, natural fatty acids such as arachidonic, 
linolenic, eicosapentaenoic, and docosahexaenoic acids. Other MHC class 
I-related proteins (FcRn, HFE, HLA-Cw*0702) showed no such 
evidence of binding. Fluorescence and isothermal calorimetry analysis 



showed that ZAG binds DAUDA with K{d) in. 



L5 ANSWER 2 OF 9 MEDLINE DUPLICATE 2 

ACCESSION NUMBER: 2002073391 MEDLINE 
DOCUMENT NUMBER: 21659940 PubMed ID: 11800564 

TITLE: Mutational analysis of the transferrin receptor reveals 

overlapping HFE and transferrin binding sites. 

AUTHOR: West A P Jr; Giannetti A M; Herr A B; Bennett M J; Nangiana 

J S; Pierce J R; Weiner L P; Snow P M; Bjorkman P J 

CORPORATE SOURCE: Division of Biology 156-29 , California Institute of 

Technology, Pasadena, CA 91125, USA. 

CONTRACT NUMBER: 5T32 GM07616 (NIGMS) 

SOURCE: JOURNAL OF MOLECULAR BIOLOGY, (2001 Oct 19) 313 (2) 385-97. 

Journal code: 2985088R. ISSN: 0022-2836. 
PUB. COUNTRY: England: United Kingdom 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE : Engl i sh 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 200202 

ENTRY DATE: Entered STN: 20020125 

Last Updated on STN: 20020205 
Entered Medline: 20020204 

AB The transferrin receptor (TfR) binds two proteins critical for iron 
metabolism: transferrin (Tf) and HFE, the protein mutated in 
hereditary hemochromatosis . Previous results demonstrated that Tf and 
HFE compete for binding to TfR, suggesting that Tf and HFE 
bind to the same or an overlapping site on TfR. TfR is a homodimer that 
binds one Tf per polypeptide chain (2:2, TfR/Tf stoichiometry) , whereas 
both 2:1 and 2:2 TfR/HFE stoichiometries have been observed. In 
order to more fully characterize the interaction between HFE and 
TfR, we determined the binding stoichiometry using equilibrium 
gel-filtration and analytical ultracentrifugation. Both techniques 
indicate that a 2:2 TfR/HFE complex can form at submicromolar 
concentrations in solution, consistent with the hypothesis that 
HFE competes for Tf binding to TfR by blocking the Tf binding site 
rather than by exerting an allosteric effect. To determine whether the Tf 
and HFE binding sites on TfR overlap, residues at the 
HFE binding site on TfR were identified from the 2.8 A resolution 
HFE-TfR co-crystal structure, then mutated and tested for their 
effects on HFE and Tf binding. The binding affinities of 
soluble TfR mutants for HFE and Tf were determined using 
a surface plasmon resonance assay. Substitutions of five TfR residues at 
the HFE binding site (L619A, R629A, Y643A, G647A and F650Q) 
resulted in significant reductions in Tf binding affinity. The findings 
that both HFE and Tf form 2:2 complexes with TfR and that 
mutations at the HFE binding site affect Tf binding support a 
model in which HFE and Tf compete for overlapping binding sites 
on TfR. 

Copyright 2001 Academic Press. 

TI Mutational analysis of the transferrin receptor reveals overlapping 
HFE and transferrin binding sites. 

AU. . .AM; Herr A B; Bennett M J; Nangiana J S; Pierce J R; Weiner L P; 
Snow P M; Bjorkman P J 

AB The transferrin receptor (TfR) binds two proteins critical for iron 
metabolism: transferrin (Tf ) and HFE, the protein mutated in 
hereditary hemochromatosis. Previous results demonstrated that Tf and 
HFE compete for binding to TfR, suggesting that Tf and HFE 
bind to the same or an overlapping site on TfR. TfR is a homodimer that 
binds one Tf per polypeptide chain (2:2, TfR/Tf stoichiometry), whereas 
both 2:1 and 2:2 TfR/HFE stoichiometries have been observed. In 
order to more fully characterize the interaction between HFE and 
TfR, we determined the binding stoichiometry using equilibrium 
gel-filtration and analytical ultracentrifugation. Both techniques 
indicate that a 2:2 TfR/HFE complex can form at submicromolar 



concentrations in solution, consistent with the hypothesis that 
HFE competes for Tf binding to TfR by blocking the Tf binding site 
rather than by exerting an allosteric effect. To determine whether the Tf 
and HFE binding sites on TfR overlap, residues at the 
HFE binding site on TfR were identified from the 2.8 A resolution 
HFE-TfR co-crystal structure, then mutated and tested for their 
effects on HFE and Tf binding. The binding affinities of 
soluble TfR mutants for HFE and Tf were determined using 

a surface plasmon resonance assay. Substitutions of five TfR residues at 

the HFE binding site (L619A, R62 9A, y643A, G647A and F650Q) 

resulted in significant reductions in Tf binding affinity. The findings 

that both HFE and Tf form 2:2 complexes with TfR and that 

mutations at the HFE binding site affect Tf binding support a 

model in which HFE and Tf compete for overlapping binding sites 

on TfR. 

Copyright 2001 Academic Press. 

L5 ANSWER 3 OF 9 BIOSIS COPYRIGHT 2003 BIOLOGICAL ABSTRACTS INC. 
ACCESSION NUMBER: 2001:250785 BIOSIS 
DOCUMENT NUMBER: PREV200100250785 

TITLE: Interactions of the ectodomain of HFE with the 

transferrin receptor are critical for iron homeostasis in 
cells . 

AUTHOR (S) : Enns , Caroline A. (1); Roy, Cindy N. (1); Feder, John 

N. 

CORPORATE SOURCE: (1) Oregon Health Sciences University, 3181 SW Sam Jackson 

Park Rd., Port and, OR, 97201 USA 
SOURCE: FASEB Journal, (March 7, 2001) Vol. 15, No. 4, pp. A60. 

print . 

Meeting Info. : Annual Meeting of the Federation of American 
Societies for Experimental Biology on Experimental Biology 
2001 Orlando, Florida, USA March 31-April 04, 2001 
ISSN: 0892-6638. 

DOCUMENT TYPE: Conference 

LANGUAGE : Engl i sh 

SUMMARY LANGUAGE: English 

AB Expression of wild type HFE reduces the ferritin levels of cells 

in culture. In this report we demonstrate that the predominant hereditary 

hemochromatosis mutation, C282Y HFE, does not reduce ferritin 

expression. However, the second mutation, H63D HFE, reduces 

ferritin expression to a level indistinguishable from cells expressing 

wild type HFE. Further, two mutations in the cytoplasmic domain 

of HFE engineered to disrupt potential phosphorylation-mediated 

signal transduction events, S335M and Y342C, were functionally 

indistinguishable from wild type HFE in this assay, as was 

soluble HFE. These results implicate a role for the 

interaction of HFE with the transferrin receptor in lowering 

cellular ferritin levels. 

TI Interactions of the ectodomain of HFE with the transferrin 
receptor are critical for iron homeostasis in cells. 

AU Enns, Caroline A. (1) ; Roy, Cindy N. (1) ; Feder, John N. 

AB Expression of wild type HFE reduces the ferritin levels of cells 

in culture. In this report we demonstrate that the predominant hereditary 

hemochromatosis mutation, C2 82Y HFE, does not reduce ferritin 

expression. However, the second mutation, H63D HFE, reduces 

ferritin expression to a level indistinguishable from cells expressing 

wild type HFE. Further, two mutations in the cytoplasmic domain 

of HFE engineered to disrupt potential phosphorylation-mediated 

signal transduction events, S3 35M and Y342C, were functionally 

indistinguishable from wild type HFE in this assay, as was 

soluble HFE. These results implicate a role for the 

interaction of HFE with the transferrin receptor in lowering 

cellular ferritin levels. 

IT Major Concepts 



Molecular Genetics (Biochemistry and Molecular Biophysics) ; Metabolism 
IT Chemicals & Biochemicals 

HFE: ectodomain; iron: homeostasis; transferrin receptor 
GEN HFE gene: mutation 

L5 ANSWER 4 OF 9 MEDLINE DUPLICATE 3 

ACCESSION NUMBER: 2001088821 MEDLINE 
DOCUMENT NUMBER: 20556244 PubMed ID: 11027676 

TITLE: Comparison of the interactions of transferrin receptor and 

transferrin receptor 2 with transferrin and the hereditary 
hemochromatosis protein HFE. 

AUTHOR: West A P Jr; Bennett M J; Sellers V M; Andrews N C; Enns C 

A; Bjorkman P J 

CORPORATE SOURCE: Division of Biology and Howard Hughes Medical Institute, 

California Institute of Technology, Pasadena, California 
91125, USA. 

CONTRACT NUMBER: DK54488 (NIDDK) 

SOURCE: JOURNAL OF BIOLOGICAL CHEMISTRY, (2000 Dec 8) 275 (49) 

38135-8 . 

Journal code: 2985121R. ISSN: 0021-9258. 
PUB. COUNTRY: United States 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE : Engl i sh 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 2 00101 

ENTRY DATE: Entered STN: 2 0010322 

Last Updated on STN: 20010322 
Entered Medline: 20010118 

AB The transferrin receptor (TfR) interacts with two proteins important for 
iron metabolism, transferrin (Tf) and HFE, the protein mutated 
in hereditary hemochromatosis. A second receptor for Tf, Tf R2 , was 
recently identified and found to be functional for iron uptake in 
transfected cells (Kawabata, H., Germain, R. S., Vuong, P. T. , Nakamaki, 
T., Said, J. W., and Koeffler, H. P. (2000) J. Biol. Chem. 275, 
16618-16625) . TfR2 has a pattern of expression and regulation that is 
distinct from TfR, and mutations in TfR2 have been recognized as the cause 
of a non-HFE linked form of hemochromatosis (Camaschella, C, 
Roetto, A., Cali, A., De Gobbi, M., Garozzo, G., Carella, M. , Majorano, 
N., Totaro, A., and Gasparini, P. (2000) Nat. Genet. 25, 14-15). To 
investigate the relationship between TfR, TfR2, Tf, and HFE, we 
performed a series of binding experiments using soluble forms of 
these proteins. We find no detectable binding between TfR2 and HFE 
by co-immunoprecipitation or using a surface plasmon resonance -based 
assay. The affinity of TfR2 for iron-loaded Tf was determined to be 27 nm, 
25 -fold lower than the affinity of TfR for Tf . These results imply that 
HFE regulates Tf -mediated iron uptake only from the classical TfR 
and that TfR2 does not compete for HFE binding in cells 
expressing both forms of TfR. 

TI Comparison of the interactions of transferrin receptor and transferrin 
receptor 2 with transferrin and the hereditary hemochromatosis protein 
HFE. 

AU West A P Jr; Bennett M J; Sellers V M; Andrews N C; Enns C A; 
Bjorkman P J 

AB The transferrin receptor (TfR) interacts with two proteins important for 
iron metabolism, transferrin* (Tf ) and HFE, the protein mutated 
in hereditary hemochromatosis. A second receptor for Tf, TfR2, was 
recently identified and found to be functional. . . expression and 
regulation that is distinct from TfR, and mutations in TfR2 have been 
recognized as the cause of a non-HFE linked form of 

hemochromatosis (Camaschella, C, Roetto, A., Cali, A., De Gobbi, M., 
Garozzo, G., Carella, M. , Majorano, N., Totaro, A., and Gasparini, P. 
(2000) Nat, Genet. 25, 14-15) . To investigate the relationship between 
TfR, TfR2, Tf, and HFE, we performed a series of binding 
experiments using soluble forms of these proteins. We find no 
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detectable binding between TfR2 and HFE by co- 

immunoprecipitation or using a surface plasmon resonance -based assay. The 
affinity of TfR2 for iron-loaded Tf was determined to be 27 nm, 25-fold 
lower than the affinity of TfR for Tf . These results imply that 
HFE regulates Tf -mediated iron uptake only from the classical TfR 
and that TfR2 does not compete for HFE binding in cells 
expressing both forms of TfR. 

L5 ANSWER 5 OF 9 MEDLINE DUPLICATE 4 

ACCESSION NUMBER: 2001061091 MEDLINE 
DOCUMENT NUMBER: 20532540 PubMed ID: 11078891 

TITLE: Interactions of the ectodomain of HFE with the 

transferrin receptor are critical for iron homeostasis in 
cells. 

AUTHOR: Roy C N; Carlson E J; Anderson E L; Basava A; Starnes S M; 

Feder J N; Enns C A 

CORPORATE SOURCE: Department of Cell and Developmental Biology, Oregon Health 

Sciences University, Portland 97201-3098, USA. 

CONTRACT NUMBER: DK 544 88 (NIDDK) 

T32-HL00781 (NHLBI) 

SOURCE: FEES LETTERS, (2000 Nov 10) 484 (3) 271-4. 

Journal code: 0155157. ISSN: 0014-5793. 

PUB. COUNTRY: Netherlands 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE : Engl i sh 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 200012 

ENTRY DATE: Entered STN: 20010322 

Last Updated on STN: 20010322 
Entered Medline: 20001222 
AB Expression of wild type HFE reduces the ferritin levels of cells 

in culture. In this report we demonstrate that the predominant hereditary 
hemochromatosis mutation, C282Y(2) HFE, does not reduce ferritin 
expression. However, the second mutation, H63D HFE, reduces 
ferritin expression to a level indistinguishable from cells expressing 
wild type HFE. Further, two HFE cytoplasmic domain 

mutations engineered to disrupt potential signal transduction, S335M and 
Y342C, were functionally indistinguishable from wild type HFE in 
this assay, as was soluble HFE. These results 

implicate a role for the interaction of HFE with the transferrin 

receptor in lowering cellular ferritin levels. 
TI Interactions of the ectodomain of HFE with the transferrin 

receptor are critical for iron homeostasis in cells. 
AU Roy C N; Carlson E J; Anderson E L; Basava A; Starnes S M; Feder J 

N; Enns C A 

AB Expression of wild type HFE reduces the ferritin levels of cells 

in culture. In this report we demonstrate that the predominant hereditary 
hemochromatosis mutation, C282Y(2) HFE, does not reduce ferritin 
expression. However, the second mutation, H63D HFE, reduces 
ferritin expression to a level indistinguishable from cells expressing 
wild type HFE. Further, two HFE cytoplasmic domain 

mutations engineered to disrupt potential signal transduction, S335M and 
Y342C, were functionally indistinguishable from wild type HFE in 
this assay, as was soluble HFE. These results 

implicate a role for the interaction of HFE with the transferrin 
receptor in lowering cellular ferritin levels . 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



AUTHOR : 

CORPORATE SOURCE: 



MEDLINE 



DUPLICATE 5 



2000027103 MEDLINE 

20027103 PubMed ID: 10556042 

The hemochromatosis protein HFE competes with 

transferrin for binding to the transferrin receptor. 

Lebron J A; West A P Jr; Bjorkman P J 

Division of Biology, California Institute of Technology, 



1200 East California Boulevard, Pasadena, CA 91125, USA. 
CONTRACT NUMBER: GM07616 (NIGMS) 

SOURCE: JOURNAL OF MOLECULAR BIOLOGY, (1999 Nov 19) 294 (1) 239-45. 

Journal code: 2985088R. ISSN: 0022-2836. 
PUB. COUNTRY: ENGLAND: United Kingdom 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English 
FILE SEGMENT: Priority Journals 

ENTRY MONTH: 200001 

ENTRY DATE: Entered STN: 20000124 

Last Updated on STN: 20000124 
Entered Medline: 20000110 

AB HFE is a class I major histocompatibility complex (MHC) -related 

protein that is mutated in patients with the iron overload disease 
hereditary hemochromatosis. HFE binds to transferrin receptor 
(TfR) , the receptor used by cells to obtain iron in the form of dif erric 
transferrin (Fe-Tf ) . Previous studies demonstrated that HFE and 
Fe-Tf can bind simultaneously to TfR to form a ternary complex, and that 
membrane -bound or soluble HFE binding to cell surface 

TfR results in a reduction in the affinity of TfR for Fe-Tf. We studied 
the inhibition by soluble HFE of the interaction 
between soluble TfR and Fe-Tf using radioactivity-based and 
biosensor-based assays. The results demonstrate that HFE 

inhibits the TfR: Fe-Tf interaction by binding at or near the Fe-Tf binding 

site on TfR, and that the Fe-Tf :TfR:HFE ternary complex consists 

of one Fe-Tf and one HFE bound to a TfR homodimer. 

Copyright 1999 Academic Press. 
TI The hemochromatosis protein HFE competes with transferrin for 

binding to the transferrin receptor. 
AU • Lebron J A; West A P Jr; Bjorkman P J 

AB HFE is a class I major histocompatibility complex (MHC) -related 

protein that is mutated in patients with the iron overload disease 
hereditary hemochromatosis. HFE binds to transferrin receptor 
(TfR) , the receptor used by cells to obtain iron in the form of dif erric 
transferrin (Fe-Tf) . Previous studies demonstrated that HFE and 
Fe-Tf can bind simultaneously to TfR to form a ternary complex, and that 
membrane -bound or soluble HFE binding to cell surface 

TfR results in a reduction in the affinity of TfR for Fe-Tf. We studied 
the inhibition by soluble HFE of the interaction 
between soluble TfR and Fe-Tf using radioactivity-based and 
biosensor-based assays. The results demonstrate that HFE 

inhibits the TfR: Fe-Tf interaction by binding at or near the Fe-Tf binding 
site on TfR, and that the Fe-Tf :TfR :HFE ternary complex consists 
of one Fe-Tf and one HFE bound to a TfR homodimer. 
Copyright 1999 Academic Press. 

L5 ANSWER 7 OF 9 MEDLINE DUPLICATE 6 

ACCESSION NUMBER: 1998132614 MEDLINE 
DOCUMENT NUMBER: 98132614 PubMed ID: 9465039 

TITLE: The hemochromatosis gene product complexes with the 

transferrin receptor and lowers its affinity for ligand 

binding . 

AUTHOR: Feder J N; Penny D M; Irrinki A; Lee V K; Lebron 

J A; Watson N; Tsuchihashi Z; Sigal E; Bjorkman P J 
; Schatzman R C 

CORPORATE SOURCE: Progenitor, Inc. (formerly Mercator Genetics, Inc.), 4040 

Campbell Avenue, Menlo Park, CA 94025, USA.. 

f eder®progenitor . com 
SOURCE: PROCEEDINGS OF THE NATIONAL ACADEMY OF SCIENCES OF THE 

UNITED STATES OF AMERICA, (1998 Feb 17) 95 (4) 1472-7. 

Journal code: 7505876. ISSN: 0027-8424. 
PUB. COUNTRY: United States 
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AB We recently reported the positional cloning of a candidate gene for 
hereditary hemochromatosis called HFE. The gene product, a 
member of the major histocompatibility complex class I-like family, was 
found to have a mutation, Cys-282 --> Tyr {C282y) , in 85% of patient 
chromosomes. This mutation eliminates the ability of HFE to 
associate with beta2 -microglobulin {beta2m) and prevents cell -surface 
expression. A second mutation that has no effect on beta2m association, 
H63D, was found in eight out of nine patients heterozygous for the C282Y 
mutant. In this report, we demonstrate in cultured 293 cells 
overexpressing wild-type or mutant HFE proteins that both the 
wild-type and H63D HFE proteins form stable complexes with the 
transferrin receptor (TfR) . The C282Y mutation nearly completely prevents 
the association of the mutant HFE protein with the TfR. Studies 
on cell-associated transferrin at 37 degrees C suggest that the 
overexpressed wild-type HFE protein decreases the affinity of 
the TfR for transferrin. The overexpressed H63D protein does not have this 
effect, providing the first direct evidence for a functional consequence 
of the H63D mutation. Addition of soluble wild- type HFE 
/beta2m heterodimers to cultured cells also decreased the apparent 
affinity of the TfR for its ligand under steady-state conditions, both in 
293 cells and in HeLa cells. Furthermore, at 4 degrees C, the added 
soluble complex of HFE/beta2m inhibited binding of 
transferrin to HeLa cell TfR in a concentration-dependent manner. 
Scatchard plots of these data indicate that the added heterodimer 
substantially reduced the affinity of TfR for transferrin. These results 
establish a molecular link between HFE and a key protein 
involved in iron transport, the TfR, and raise the possibility that 
alterations in this regulatory mechanism may play a role in the 
pathogenesis of hereditary hemochromatosis. 

AU Feder J N; Penny D M; Irrinki A; Lee V K; Lebron J A; Watson N; 
Tsuchihashi Z; Sigal E; Bjorlanan P J; Schatzman R C 

AB We recently reported the positional cloning of a candidate gene for 
hereditary hemochromatosis called HFE. The gene product, a 
member of the major histocompatibility complex class I-like family, was 
found to have a mutation, Cys-282 --> Tyr (C282Y) , in 85% of patient 
chromosomes. This mutation eliminates the ability of HFE to 
associate with beta2 -microglobulin (beta2m) and prevents cell -surface 
expression. A second mutation that has no effect on beta2m association, 
H63D, . . . nine patients heterozygous for the C282Y mutant. In this 
report, we demonstrate in cultured 293 cells overexpressing wild-type or 
mutant HFE proteins that both the wild-type and H63D HFE 
proteins form stable complexes with the transferrin receptor (TfR) . The 
C2 82Y mutation nearly completely prevents the association of the mutant 
HFE protein with the TfR. Studies on cell-associated transferrin 
at 37 degrees C suggest that the. overexpressed wild-type HFE 
protein decreases the affinity of the TfR for transferrin. The 
overexpressed H63D protein does not have this effect, providing the first 
direct evidence for a functional consequence of the H63D mutation. 
Addition of soluble wild- type HFE/beta2m heterodimers 

to cultured cells also decreased the apparent affinity of the TfR for its 
ligand under steady-state conditions, both in 293 cells and in HeLa cells. 
Furthermore, at 4 degrees C, the added soluble complex of 
HFE/beta2m inhibited binding of transferrin to HeLa cell TfR in a 
concentration-dependent manner. Scatchard plots of these data indicate 
that the added heterodimer substantially reduced the affinity of TfR for 
transferrin. These results establish a molecular link between HFE 
and a key protein involved in iron transport, the TfR, and raise the 
possibility that alterations in this regulatory mechanism. 
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HFE is an MHC-related protein that is mutated in the 
iron-overload disease hereditary hemochromatosis. HFE binds to 
transferrin receptor (TfR) and reduces its affinity for iron-loaded 
transferrin, implicating HFE in iron metabolism. The 2.6 A 
crystal structure of HFE reveals the locations of 

hemochromatosis mutations and a patch of histidines that could be involved 
in pH-dependent interactions. We also demonstrate that soluble 
TfR and HFE bind tightly at the basic pH of the cell surface, 
but not at the acidic pH of intracellular vesicles. TfR:HFE 
stoichiometry (2:1) differs from TfR: transferrin stoichiometry (2:2), 
implying a different mode of binding for HFE and transferrin to 
TfR, consistent with our demonstration that HFE, transferrin, 
and TfR form a ternary complex. 

Crystal structure of the hemochromatosis protein HFE and 
characterization of its interaction with transferrin receptor. 
Lebron J A; Bennett M J; Vaughn D E; Chirino A J; Snow P M; Mintier G A; 
Feder J N; Bjorkman P J 

HFE is an MHC-related protein that is mutated in the 
iron-overload disease hereditary hemochromatosis. HFE binds to 



AUTHOR: 

CORPORATE SOURCE: 

SOURCE : 

PUB. COUNTRY: 
DOCUMENT TYPE: 

LANGUAGE : 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



AB 



transferrin receptor (TfR) and reduces its affinity for iron-loaded 
transferrin, implicating HPE in iron metabolism. The 2.6 A 
crystal structure of HFE reveals the locations of 

hemochromatosis mutations and a patch of histidines that could be involved 
in.pH-dependent interactions. We also demonstrate that soluble 
TfR and HFE bind tightly at the basic pH of the cell surface, 
but not at the acidic pH of intracellular vesicles. TfRrHPE 
stoichiometry (2:1) differs from TfR : transferrin stoichiometry (2:2), 
implying a different mode of binding for HFE and transferrin to 
TfR, consistent with our demonstration that HFE, transferrin, 
and TfR form a ternary complex. 
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